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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The polypeptide Fortilin (also known as Translationally Controlled 

Tumour Protein, TCTP) specifically interacts with p53, a tumor 
suppressor involved in the induction of apoptosis and the normal growth 
regulation of a cell. Fortilin also specifically binds MCLl (Myeloid 
Cell Leukemia 1) . Fortilin has the ability to prevent apoptosis, which 
may be unregulated in hyperprolif erative cells. The present invention is 
directed at compositions and methods involving a Fortilin modulator, 
which can induce apoptosis, for the prevention, treatment, or diagnosis 
of hyperprolif erative diseases and conditions, including cancer and 
atherosclerosis. It is directed also at compositions and methods 
involving Fortilin, which can inhibit apoptosis, for the treatment of 
diseases and condition characterized by apoptosis, including certain 
vascular conditions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns methods for treating pancreatic and 

ovarian cancers in a subject. These methods employ compositions 
comprising the N5 gene product, p84N5 and include nucleic acids and 
proteins/peptides or polypeptides encoding p84N5 or portions 
thereof. The invention also concerns prognostic applications wherein the 
levels of expression of p84N5 have been correlated to sensitivity to 
radiation treatments and/or chemotherapeutic agents. Therefore, the 
invention also concerns methods for prescribing a specific therapeutic 



regimen comprising specific radiation and chemotherapy doses and 
adjustments in such doses based on the individual patients p84N5 
expression levels. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions regarding the prevention of ER-positive cancer 

and the treatment of ER-positive HER-2/neu-negative breast cancer are 
disclosed. Compositions exhibiting both tyrosine kinase inhibitor 
activity and anti-estrogen receptor activity are useful in the cancer 
treatment . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB CDDO -compounds in combination with other chemotherapeutic agents induce 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



and potentiate cytotoxicity and apoptosis in cancer cell. One class of 
chemotherapeutic agents include retinoids. Cancer therapies based on 
these combination therapies are provided. Also provided are methods to 
treat graft versus host diseases using the CDDO compounds. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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13 01 MCKINNEY, SUITE 5100, 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are methods and compositions regarding separate mutant forms 

of p21 . sup.Cipl/WAFl that are associated with control of cell growth. 
Substitution of Thr.sup.145 with another amino acid, such as Ala, 
results in failure to be phosphorylated at that site and leads to 
retention of the polypeptide in the nucleus, resulting in preferentially 
suppressing growth of transformed cells. Alternatively, substitution of 
Thr.sup.145 with another amino acid, such as Asp, results in cytoplasmic 
translocation of the polypeptide and results in enhancing cellular 
survival . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides for improved vectors for use in gene 

therapy. Utilizing the cancer specific DF3/MUC1 promoter to drive a 
replication essential gene, vectors are made conditionally 
replication-competent, permitting wider infection and expression of 
tumor cells. In addition, therapeutic genes and adjunct therapies 
further increase anti -tumor efficacy. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The present invention provides, in one aspect, methods for selective 
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NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



expressing gene products using a binary or bicistronic expression system 
based on the use of a tissue-preferential promoter to drive expression 
of a transcriptional activator, which in turn drives a gene of interest. 
In another aspect, the invention provides for methods of cancer therapy 
comprising expressing Bax, TRAIL or various other therapeutic proteins 
using a tissue preferential promoter such as hTERT or CEA, optionally 
coupled with a binary or a bicistronic expression system. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to methods of inhibiting 

hyperprolif erative diseases. More specifically, it concerns treating a 
subject suffering from a hyperprolif erative disease by administering an 
effective amount of a human anti-IL8 antibody composition and/or a human 
anti-MUC18 antibody composition such that the composition inhibits the 
disease . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The present invention relates to immunotherapy methods for treating 
hyperprolif erative disease or pathogen-induced diseases in humans. More 
specifically, the invention is directed, in one embodiment, to methods 
for treating a subject with a hyperprolif erative disease in which the 
expression of a self gene is upregulated in hyperprolif erative cells. In 
another embodiment, an adenoviral expression construct comprising a self 
gene under the control of a promoter operable in eukaryotic cells is 
intradermally administered to said hyperprolif erative cells. In another 
embodiment of the present invention, a pathogen- induced disease in which 
the pathogen gene expression is increased or altered, is treated by 
intradermally administered a pathogen gene under the control of a 
promoter operable in eukaryotic cells. The present invention thus 
provides immunotherapies for treating hyperprolif erative and pathogen 
diseases by attenuating the natural immune systems CTL response against 
hyperprolif erative cells or overexpressing mutant p53 antigens. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention relates to hyperprolif erative diseases. 
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LINE COUNT: 
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Specifically, the present invention encompasses pharmaceutical 
compositions comprising a modified Reoviridae virus, wherein the 
Reoviridae virus is conjugated to a hydroxylated hydrocarbon or a 
polycationic polymer to reduce the clearance of the composition and 
reduce the immunogenicity of the composition. Yet further, the invention 
relates to methods of treating a hyperprolif erative disease by 
administering to a patient an effective amount of the modified 
Reoviridae virus. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Therapeutic methods comprising administering anti-CD26 antibodies for 
the prevention and treatment of cancers and immune diseases associated 
with expressing CD26 are provided. The invention describes various types 
of anti-CD26 antibodies and modes of administration. 
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AB The present invention concerns compositions and methods involving 

mammalian polymerase kappa, an enzyme with limited fidelity 
and moderate processivity . Methods of modulating polymerase kappa 
activity, such as inhibiting or reducing its activity, as a means of 
effecting a cancer treatment or preventative agent are provided, both by 
itself and in combination with other anti-cancer therapies. Also 
described are methods of screening involving assaying for polymerase 
kappa activity or expression, in addition to methods of screening for 
modulators of polymerase kappa to identify anti-cancer compounds. 
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AB The use of non-viral delivery of therapeutically effective compositions 

through aerosol for therapy or research purpose has been limited by the 
low efficiency mainly caused by an inefficient delivery system and 
destruction of formulation (gene and/or delivery system) by aerosol 
shearing power. This invention develops formulations that are 
established polymer combination formulations. The formulations are 
highly efficient in delivering genes in vivo through aerosol and are 
able to protect the delivered gene from the destruction by aerosol 
shearing power. 
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AB The present invention relates generally to the fields of nucleic acid 

transfection. More particularly, it concerns novel polycation : nucleic 
acid compositions, methods of preparation of such compositions and 
methods of transfecting cells with such compositions. 
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AB Systems, including compositions and methods, for purifying and/or 

labeling proteins or other molecules of interest and/or for assaying the 
conformational and/or binding states of such molecules. The compositions 
may include products having the formula 

T-P-M-L 

where T is a species, M is a metal ion, P is a peptide or 
protein that binds the metal ion, and L is a luminescent label. The 
methods may include purifying and/or labeling a molecule of interest, 
detecting luminescence energy transfer, detecting dissociation and/or 
association of a molecule or molecules of interest, detecting a 
conformational change in a molecule of interest, and detecting an 
analyte, among others. 
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Assays for detecting molecular modifications such as phosphate 
modifications and the presence and/or activity of enzymes and 
other agents involved in facilitating or otherwise regulating such 
modifications . 
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no. 2, pp. 59-64. 
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AB Cyanides can enter the body through any route, being ingested as well as 
absorbed through the skin. Cyanide poisoning is likely to be severe 
because the cyanides are intensely poisonous substances, which have been 
used in many homicides and suicides. It has also recently been shown that 
hydrogen cyanide is released during house fires. In the natural realm, the 
seeds and flowers of some plants contain amygdalin, a cyanogenetic 
glycoside. Although cyanide poisoning is usually fatal, the victim can be 
saved if detoxification measures are started early. The toxicity of 
cyanides is based on the formation of cytochrome oxidase -cyanide complexes 
through the binding of absorbed cyanide with Fe 

super {+++) of mitochondrial cytochrome oxidase, which leads to cellular 
hypoxia secondary to inhibition of oxidative phosphorylation in 
the mitochondria. When cyanides are ingested, symptoms of poisoning appear 
within several minutes. When cyanide gas is inhaled, symptoms 
develop within a few seconds. The onset varies depending on the amount of 
cyanide ingested or inhaled and the physical condition of the victim. 
Symptoms of poisoning include headache, unconsciousness, mydriasis, loss 
of light reflex, decerebrate rigidity, convulsions, muscular spasm, 
tachypnea, frothy sputum, initial elevation of the blood pressure, shock 
in severe cases, cardiac arrest, myocardial ischemia, cardiac dysfunction, 
and conduction disorders. In addition, severe metabolic acidosis occurs. 
The skin becomes cherry-red without cyanosis. The diagnosis of cyanide 
poisoning is based on rapid progression of difficulty in breathing, shock, 
and unconsciousness without any known etiology, and the presence of 
cherry-red skin. To treat cyanide poisoning, rapid initiation of 
detoxification therapy is of critical importance. 
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AB The vasoactive intestinal peptide (VIP) and the pituitary 

adenylate cyclase -activating polypeptide (PACAP) , two immunomodulatory 
neuropeptides that affect both innate and acquired immunity, 
down-regulate IL-12 p4 0 and inducible NO synthase expression in 
LPS/ IFN- .gamma . -stimulated macrophages. We showed previously that 
VIP/PACAP inhibit NF-. kappa. B nuclear translocation through the 
stabilization of I. kappa. B and reduce IFN regulatory factor-1 (IRF-1) 
binding to the regulatory elements found in the IL-12 p4 0 and 
inducible NO synthase promoters. In this paper we studied the molecular 
mechanisms involved in the VIP/PACAP regulation of IRF-1 transactivating 
activity. Our studies indicate that the inhibition in IRF-1 
binding correlates with a reduction in IRF-1 protein and mRNA in 
IFN- .gamma. -treated Raw 264.7 macrophages. In agreement with the 
described Janus kinase ( Jak) 1/Jak2/STAT1/IRF-1 activation pathway, 
VIP/PACAP inhibit Jakl/Jak2, STATl phosphorylation, and the 
binding of STATl to the GAS sequence motif in the IRF-1 
promoter. The effects of VIP/PACAP are mediated through the specific 
VIP/PACAP receptor-1 and the cAMP/protein kinase A (PKA) transduction 
pathway, but not through the induction of suppressor of cytokine 
signaling-1 or suppressor of cytokine signaling-3. Because IFN-. gamma, is 
a major stimulator of innate immune responses in vivo, the 
down-regulation of IFN- . gamma . -induced gene expression by VIP and PACAP 
could represent a significant element in the regulation of the 
inflammatory response by endogenous neuropeptides . 
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AB NF-KB, a DNA binding factor, has been implicated in 

inflammatory cytokine activation. NF-KB is activated by I . kappa . B . alpha . , 
its inhibitor, which is phosphorylated and proteolytically 
degraded. In this regard, NF-KB is also responsive to reactive oxygen 
intermediates and calcium. Reports also have emerged that demonstrate 
that nitric oxide inhibits NF-. kappa. B transcriptional activation in a 
variety of cells, including monocytes and endothelial cells. Recently, we 
have demonstrated that morphine, not opioid peptides, via the 
.mu.3 opiate receptor is coupled to constitutive nitric oxide release in 
these same cells. In this regard, we provide a scenario whereby morphine 
modulates NF-KB activation via nitric oxide. This pathway appears to be 
the key step in regulating inducible nitric oxide synthase expression, 
controlling the balance between constitutive nitric oxide synthase and 



the inducible form. 
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AB This study examined the ability of protein kinase C (PKC) to induce 
heterologous desensitization by targeting specific G proteins and 
limiting their ability to transduce signals in smooth muscle. Activation 
of PKC by pretreatment of intestinal smooth muscle cells with phorbol 
12-myristate 13 -acetate, cholecystokinin octapeptide, or the phosphatase 
1 and phosphatase 2A inhibitor, calyculin A, selectively 
phosphorylated G . alpha .. sub . i . sub .-. sub . 1 and 

G . alpha . . sub . i . sub . - . sub . 2 , but not G . alpha . . sub . i . sub . - . sub . 3 or 
G. alpha. . sub. o, and blocked inhibition of adenylyl cyclase mediated by 
somatostatin receptors coupled to G. sub. i . sub. - . sub. 1 and opioid 
receptors coupled to G. sub. i . sub. - . sub . 2 , but not by muscarinic M.sub.2 
and adenosine A.sub.l receptors coupled to G . sub . i . sub . - . sub . 3 . 
Phosphorylation of G . alpha sub . i . sub sub . 1 and 

G.alpha. . sub. i . sub. - . sub. 2 and blockade of cyclase inhibition were 
reversed by calphostin C and bisindolylmaleimide , and additively by 
selective inhibitors of PKCa and PKC . epsilon . . Blockade of inhibition was 
prevented by downregulation of PKC. Phosphorylation of 
Ga-subunits by PKC also affected responses mediated by 

.beta. .gamma. -subunits . Pretreatment of muscle cells with cANP-(4-23), a 
selective agonist of the natriuretic peptide clearance 

receptor, NPR-C, which activates phospholipase C (PLC) - . beta . 3 via the 
.beta. .gamma. -subunits of G . sub . i . sub . - . sub . 1 and G. sub . i . sub. - . sub. 2 , 
inhibited the PLC-. beta, response to somatostatin and 

[D-Pen. sup . 2 . sup .,. sup . 5] enkephalin. The inhibition was partly reversed 
by calphostin C. Short-term activation of PKC had no effect on receptor 
binding or effector enzyme (adenylyl cyclase or PLC-. beta.) 
activity. We conclude that selective phosphorylation of 

G.alpha. . sub . i . sub. -. sub. 1 and G. alpha . . sub . i . sub . - . sub . 2 by PKC partly 
accounts for heterologous desensitization of responses mediated by the 
.alpha.- and . beta .. gamma .- subunits of both G proteins. The 
desensitization reflects a decrease in reassociation and thus 
availability of heterotrimeric G proteins. 
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AB We have adopted nanoflow electrospray ionization mass spectrometry (ESI- 
MS) and isothermal titration calorimetry (ITC) to probe the mechanism of 
peptide recognition by the SH2 domain from the Src family 

tyrosine kinase protein, Fyn. This domain is involved in the mediation of 

intracellular signal transduction pathways by interaction with proteins 

containing phosphorylated tyrosine (Y*) residues. The 

binding of tyrosyl phosphopeptides can mimic these interactions. 

Specificity in these interactions has been attributed to the interaction 

of the Y* and residues proximal and C-terminal to it. Previous studies 

have established that for specific binding with Fyn, the 

recognition sequence consists of pTyr-Glu-Glu- lie. The specific 

interactions involve the binding of Y* with the ionic, and the 

Y* + 3 lie residue with the hydrophobic binding pockets on the 

surface of the Fyn SH2 domain. In this work, a variation in the Y* + 3 

residue of this high-affinity sequence was observed to result in changes 

in the relative binding affinities as determined in solution 

(ITC) and in the gas phase (nanoflow ESI-MS) . X-ray analysis 

shows that a feature of the Src family SH2 domains is the involvement of 

water molecules in the peptide binding site. Under 

the nanoflow ESI conditions, water molecules appear to be maintained in 
the Fyn SH2-ligand complex. Compelling evidence for these molecules being 
incorporated in the SH2 -peptide interface is provided by the 
prevalence of the peaks assigned to water-bound over the water- free 
complex at high-energy conditions. Thus, the stability of water 
protein-ligand complex appears to be intimately linked to the presence of 
water . 
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T cell activation leads via multiple intracellular signaling pathways to 
rapid induction of interleukin-2 (IL-2) expression, which can be mimicked 
by costimulation with 12 -O-tetradecanoylphorbol-13 -acetate (TPA) and 
ionomycin. We have identified a distal IL-2 enhancer regulated by the 
Raf-MEK-ERK signaling pathway, which can be induced by TPA/ionomycin 
treatment. It contains a dyad symmetry element (DSE) controlled by the 
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Ets-like transcription factor GA-binding protein 

(GABP) , a target of activated ERK. TPA/ionomycin treatment of T cells 
stimulates both mitogenactivated ERK, as well as the stress -activated 
mitogen-activated protein kinase family members JNK/SAPK and p38. In this 
study, we investigated the contribution of the stress-activated pathways 
to the induction of the distal IL-2 enhancer. We show that JNK- but not 
p38-activating pathways regulate the DSE activity. Furthermore, the 
JNK/SAPK signaling pathway cooperates with the Raf-MEK-ERK cascade in 
TPA/ionomycin -induced DSE activity. In T cells, overexpression of 
SPRK/MLK3, an activator of JNK/SAPK, strongly induces DSE-dependent 
transcription and dominant negative kinases of SEK and SAPK impair 
TPA/ionomycin- induced DSE activity. Blocking both ERK and JNK/SAPK 
pathways abolishes the DSE induction. The inducibility of the DSE is 
strongly dependent on the Ets-core motifs, which are bound by GABP. Both 
subunits of GABP are phosphorylated upon JNK activation in vivo 
and three different isoforms of JNK/SAPK, but not p38, in vitro. Our data 
suggest that GABP is targeted by signaling events from both ERK and 
JNK/SAPK pathways. GABP therefore is a candidate for signal integration 
and regulation of IL-2 transcription in T lymphocytes. 
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AB Prolactin (PRL) induces transcriptional activation of not only growth- 
related genes such as interferon regulatory factor-1 (IRF-1) but also 
differentiation-specific genes such as .beta. -casein through a signaling 
cascade consisting of Janus kinases and Stat (signal transducer and 
activator of transcription) factors. To understand better the role of 
Stats in PRL signaling, we cloned rat Stat5b from a PRL- responsive T cell 
line Nb2. A Stat5b-specif ic peptide antibody was generated. In 
PRL receptor reconstituted COS cells cotransf ected with StatSb or StatSa, 
both Stats proteins become tyrosine phosphorylated and bind to 
the IRF-1 GAS ( interferon- . gamma . activation sequence) element 
in a PRL-inducible manner. Unexpectedly, both StatSb and StatSa inhibit 
PRL induction of the IRF-1 promoter, but they mediate PRL stimulation of 
the .beta. -casein promoter. StatS -mediated inhibition was observed only 
at the native IRF-1 promoter and not at the isolated IRF-1 GAS 
element linked to a heterologous thymidine kinase promoter. Mutational 
analyses showed that the DNA binding activity of StatSb is not 
required, but the carboxyl -terminal transactivation domain is essential 
for StatSb to inhibit PRL induction of the IRF-1 promoter. These results 
suggest that StatSb mediates inhibition via protein-protein interactions. 
In contrast, both DNA binding and transactivation domains of 
StatSb are required to mediate PRL induction of the . beta . -casein 
promoter. Furthermore, a carboxyl -terminal truncated dominant negative 
StatSb can reverse StatSb inhibition at the IRF- 1 promoter. These 
studies suggest that Stat proteins can act as not only positive but also 
negative regulators of gene transcription. Further, StatS can modulate 
gene expression without binding to DNA but via protein-protein 



interactions . 
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Receptors activate adenylyl cyclases through the G. alpha. (s) subunit. 
Previous studies from our laboratory have shown in certain cell types 
that express adenylyl cyclase 6 (AC6) , heterologous desensitization 
included reduction of the capability of adenylyl cyclases to be 
stimulated by G. alpha. (s) . Here we further analyze protein kinase A (PKA) 
effects on adenylyl cyclases . PKA treatment of recombinant AC6 in insect 
cell membranes results in a selective loss of stimulation by high (>10 
nM) concentrations of G. alpha. (s) . Similar treatment of ACl or AC2 did 
not affect Gas stimulation. Conversion of Ser-674 in AC6 to an 
Ala blocks PKA phosphorylation and PKA-mediated loss of 
Gas stimulation. A peptide encoding the region 660-682 
of AC6 blocks stimulation of AC6 and AC2 by high concentrations of 
G. alpha. (s) . Substitution of Ser-674 to Asp in the peptide 
renders the peptide ineffective, indicating that the region 
660-682 of AC6 is involved in regulation of signal transfer from 
G. alpha. (s) . This region contains a conserved motif present in most 
adenylyl cyclases; however, the PKA phosphorylation site is 
unique to members of the AC6 family. These observations suggest a 
mechanism of how isoform selective regulatory diversity can be obtained 
within conserved regions involved in signal communication. 
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Src homology 2 protein tyrosine phosphatase 
(SHPTP2)/Src homology 2 phosphatase 2 (SHP2) tyrosine 
phosphatase is a positive regulator of the interleukin 
5 receptor signal transduction pathways leading to the 
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(IL-5) regulates the growth and function of eosinophils. It 



induces rapid tyrosine phosphorylation of Lyn and Jak:2 tyrosine 
kinases. The role of tyrosine phosphatases in IL-5 signal transduction 
has not been investigated. In this study, we provide first evidence that 
SH2 protein tyrosine phosphatase 2 (SHPTP2) phosphotyrosine phosphatase 
plays a key role in prevention of eosinophil death by IL-5. We found that 
IL-5 produced a rapid activation and tyrosine phosphorylation 
of SHPTP2 within 1 min. The tyrosine phosphorylated SHPTP2 was 
complexed with the adapter protein Grb2 in IL-5-stimulated eosinophils. 
Furthermore, SHPTP2 appeared to physically associate with .beta, common 
(.beta.(c)) chain of the IL-5 receptor (IL-5 .beta. (c) R) . The association 
of SHPTP2 with IL-5 .beta. (c) R was reconstituted using a synthetic 
phosphotyrosine-containing peptide, .beta. (c) 605-624, 
encompassing tyrosine (Y) . sup . 6 . sup . 1 . sup . 2 . The binding to the 
phosphotyrosine-containing peptide increased the phosphatase 
activity of SHPTP2 , whereas the same peptide with the 
phosphorylated Y . sup . 6 . sup . 1 . sup . 2 . f wdarw. F mutation did not 
activate SHPTP2 . Only SHPTP2 antisense oligonucleotides, but not sense 
SHPTP2, could inhibit tyrosine phosphorylation of 

microtubule-associated protein kinase, and reverse the eosinophil 
survival advantage provided by IL-5. Therefore, we conclude that the 
physical association of SHPTP2 with the phosphorylated 

.beta. (c) receptor and Grb2 and its early activation are required for the 
coupling of the receptor to the gas signaling pathway and for 
prevention of eosinophil death by IL-5. 
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AB Galactosyltransf erase and UDP- . cents .. sup . 3H ! galactose are commonly used 
to identify O-linked N-acetylglucosamine (0-GlcNAc) -bearing proteins and 
peptides. In this report we show that immobilized Ricinus 
communis agglutinin I (RCA I) specifically binds in vitro galactosylated 
0-GlcNAc-bearing peptides, facilitating their selective 
isolation from complex mixtures. First, the peptide YSDSPSTST 
was 0-GlcNAc glycosylated, galactosylated, and sialylated. Of these three 
glycoforms, only the one with a terminal galactose interacted with the 
lectin. Next, RCA I was used to isolate glycopeptides from the O- 
GlcNAc-bearing basic phosphoprotein (BPP) of human cytomegalovirus. BPP 
was overexpressed using baculovirus, . cents .. sup . 3H ! galactosylated, 
digested with trypsin, and fractionated on RCA I. Peptides that 
were not galactosylated passed through the column, whereas the majority 
of the radiolabeled glycopeptides interacted weakly with the lectin and 
did not require lactose for elution. These radiolabeled peptides 
eluted as a broad peak with the leading edge being characterized by more 
hydrophobic glycopeptides and the lagging edge by less hydrophobic 
peptides, suggesting that the polypeptide backbone may influence 
the interaction with the lectin. Lactose was required to elute the 
remaining radiolabeled peptides, suggesting that these 
peptides are multiply glycosylated. The weakly interacting 
glycopeptides were analyzed directly by liquid 

chromatography/electrospray-mass spectrometry (LC/ES-MS) . Glycopeptides 
corresponding to both of the major sites of glycosylation of BPP were 



identified. Thus, RCA I greatly facilitates the selective isolation of in 
vitro galactosylated 0-GlcNAc glycopeptides from complex mixtures and 
substantially reduces the purification required for subsequent 
site-mapping by gas-phase sequencing and/or LC/ES-MS. 
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Identity of GABP with NRF-2, a multisubunit activator 
of cytochrome oxidase expression, reveals a cellular 
role for and ETS domain activator of viral promoters 
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The ETS domain proteins are a diverse family of transcriptional 
activators that have been implicated recently in the expression of a 
number of cell-specific and viral promoters. Nuclear respiratory factor 2 
(NRF-2) is a nuclear transcription factor that activates the proximal 
promoter of the rat cytochrome c oxidase subunit IV (RC04) gene through 
tandem sequence elements. These elements conform to the consensus for 
high-affinity ETS domain recognition sites. We have now purified NRF-2 to 
homogeneity from HeLa cells and find that it consists of five 
polypeptides, only one of which has intrinsic DNA-binding 

ability. The others participate in the formation of heteromeric complexes 

with distinct binding properties. NRF-2 also specifically 

recognizes multiple binding sites in the mouse cytochrome c 

oxidase subunit Vb (MC05b) gene. As in the functionally related RC04 

gene, tandemly arranged NRF-2 sites are essential for the activity of the 

proximal MC05b promoter, further substantiating a role for NRF-2 in 

respiratory chain expression. Determination of peptide 

sequences from the various subunits of HeLa NRF-2 reveals a high degree 
of sequence identity with mouse GA-binding protein 

(GABP) , a multisubunit ETS domain activator of herpes simplex virus 
immediate early genes. A cellular role in the activation of nuclear genes 
specifying mitochondrial respiratory function is thus assigned to an ETS 
domain activator of viral promoters. 
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The primary sequence of the microtubule-associated protein tau contains 
multiple repeats of the sequence -X-Ser/Thr-Pro-X- , the consensus 
sequence for the proline-directed protein kinase (p34 (cdc2 ) /p58 (cyclin 
A) ) . When phosphorylated by proline-directed protein kinase in 
vitro, tau was found to incorporate up to 4.4 mol of phosphate/mol of 
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protein. Isoelectric focusing of the tryptic phosphopeptides demonstrated 
the presence of five distinct peptides with pi values of 
approximately 6.9, 6.5, 5.6-5.9, 4.7, and 3.6. Mapping of the tryptic 
phosphopeptides by high performance liquid chromatography techniques 
demonstrated three distinct peaks. Data from gas phase 

sequencing, amino acid analysis, and phosphoamino acid analysis suggest 

that proline-directed protein kinase phosphorylates tau at four 

sites. Each site demonstrates the presence of a proline residue on the 

carboxyl- terminal side of the phosphorylated residue. Two 

phosphorylation sites are located adjacent to the three-repeat 

microtubule -binding domain that has been found to be required 

for the in vivo co-localization of tau protein to microtubules. Two other 

putative phosphorylation sites are located within the 

identified epitope of the monoclonal antibody Tau-1. 

Phosphorylation of these sites altered the immunoreactivity of 

tau to Tau-1 antibody. Since the neuronal microtubule-associated protein 

tau is multiply phosphorylated in Alzheimer's disease, and 

Tau-1 immunoreactivity is similarly reduced in neurofibrillary tangles 

and enhanced after dephosphorylation, phosphorylation at one or 

more of these sites may correlate with abnormally phosphorylated 

sites in tau protein in Alzheimer's disease. 
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AB The photoaf f inity reagent 8 - . cents . (4 -azidophenyl) - methoxy!-l- 
tritiomethyl -2 , 3 -dimethyl imidazo- . cents . 1 , 2 -a I pyridinium iodide 
( .cents. .sup. 3H!mDAZIP) has been synthesized and used to photoinactivate 
and label purified hog gastric H. sup . +, K. sup . 4--ATPase . The specific 
(K. sup . +-sensitive) components of both photoinactivation and labeling 
showed dependences on inhibitor concentration consistent with covalent 
modification at an extracytoplasmic site of reversible 
K.sup.+-competitive binding in the dark. The maximum amount of 
specific labeling (1.2 nmol/mg) was similar to the number of 
phosphorylation sites measured (1.0 .+-. 0.14 nmol/mg). Specific 
labeling was distributed 76% on the .alpha, chain, 18% on the .beta, 
chain, and 6% on undefined peptides. Various digestions with 
trypsin, protease V8 , and thermolysin were employed to fragment the 
labeled enzyme. Gas-phase sequencing of the radioactive 
peptides identified the major site of specific labeling to be 
within a region where only two stretches of amino acids 

(Leu. sup. 1. sup. 0. sup. 5 to lie . sup . 1 . sup . 2 . sup . 6 and Leu . sup . 1 . sup . 3 . sup . 9 
to Phe.sup.l.sup.5.sup.5, designated HI and H2 , respectively) are 
predicted to span the membrane. This in turn suggested that the labeling 
site was located within or close to the proposed loop between them 

(Gin . sup . 1 . sup . 2 . sup . 7 to Asn . sup . 1 . sup . 3 . sup . 8 ) . A computer-driven 
energy minimization protocol yielded a loop structure to which SCH 28080 

(the parent structure of . cents .. sup . 3H!mDAZIP) could be docked. 
Conversely, modeling of the corresponding region of Na . sup . + , K. sup . +- 
ATPase (a homologous enzyme with much lower affinity for SCH 28080) 



yielded no apparent binding site. Similarities in the 

inhibition of H. sup . +, K. sup . +- ATPase by SCH 28080 and of 

Na. sup. +, K. sup.+-ATPase by ouabain lead to the hypothesis that, in each 

case, inhibitor binding to E.sub.2-P is associated with an 

increase in the hydrophobicity of the environment of the loop between HI 

and H2 . 
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A catalytic fragment preparation of rabbit muscle phosphorylase 
kinase produced by limited chymotryptic digestion was isolated and 
identified as the NH . sub . 2 -terminal region of the .gamma, subunit by 
Edman degradation. Mass spectral analysis, gas phase sequence 
analysis, and amino acid analysis of the active fragment 
carboxyl- terminal peptides revealed multiple COOH termini 
generated at residues Tyr . sup . 2 . sup . 9 . sup . 0 , Arg . sup . 2 . sup . 9 . sup . 6 , and 
Phe . sup . 2 . sup. 9 . sup . 8 in the .gamma, subunit sequence. These active 
fragment species are about 24% smaller than the .gamma, subunit (M(r) 
44,673) and range in size from M(r) 33,279 to M(r) 34,275. The active 
fragment preparation exhibits a specific activity about 6-fold higher 
than that of the .gamma, subunit -calmodulin complex. Calmodulin confers 
calcium sensitivity to the .gamma, subunit but has no effect on the 
enzymatic properties of active fragment. Affinity measurements 
demonstrated a dissociation constant of 0.7 .mu.M for active fragment 
binding to dansylcalmodulin, a value about 2 8 -fold weaker than 
reported for the .gamma, subunit. These data support the presence of a 
calmodulin binding domain in the COOH- terminal region of the 
. gamma . s ubun i t . 
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In human erythrocytes, dibutyryl cyclic AMP induces the 
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kDa and 10 kDa chymotryptic domains (Horne, W.C., Leto, T.L. and 
Marchesi, V.T. (1985) J. Biol. Chem. 260, 9073-9076). The 10 kDa domain 
also contains the spectrin/actin-binding site (Correas, I., 
Leto, T.L., Speicher, D.W. and Marchesi, V.T. (1986) J. Biol. Chem. 261, 
3310-3315) and it has been shown that phosphorylation of 
protein 4 . 1 by cyclic AMP -dependent protein kinase inhibits the 
binding of protein 4 . 1 to spectrin and actin (Ling, E., Danilov, 
Y.N. and Cohen, CM. (1988) J. Biol. Chem. 263, 2209-2216). In this 
study, we have identified two sites on protein 4.1 which account for 80% 
of the phosphate incorporated into protein 4.1 during metabolic labelling 
of erythrocytes in the presence of dibutyryl cyclic AMP. More than 95% of 
the . sup . 3 . sup . 2P incorporated into protein 4.1 was in the form of 
phosphoserine . Reverse-phase HPLC of the peptides generated by 
digestion of the isolated protein with trypsin or endoproteinase lysine C 
produced two major radioactive peaks. The phosphorylation 
sites, identified by gas phase sequencing of the purified 
phosphopeptides and confirmed by determining the residues converted to 
S-ethylcysteine by reacting the phosphopeptides with ethanethiol under 
alkaline conditions, were Ser-331, in the 16 kDa domain and Ser-467, in 
the 10 kDa domain. 
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Stereomerically pure ( + ) -2- [1- (3 -Ethoxy-4 -methoxyphenyl ) -2- 
methylsulf onylethyl] -4 -acetylaminoisoindoline-1 , 3 -dione , substantially 
free of its (-) isomer, and prodrugs, metabolites, polymorphs, salts, 
solvates, hydrates, and clathrates thereof are discussed. Also discussed 
are methods of using and pharmaceutical compositions comprising the (+) 
enantiomer of 2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2 -methyl sulf onylethyl] -4- 
acetylaminoisoindoline-1, 3-dione are disclosed. The methods include 
methods of treating and/or preventing disorders ameliorated by the 
reduction of levels of TNF-. alpha, or the inhibition of PDE4 . 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A method for treating subjects with abnormal cell proliferation is 
provided. The method involves administering to subjects in need of such 
treatment an effective amount of an agent of Formula I, to inhibit cell 
proliferation such as that associated with tumor growth and metastasis. 
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A method for inhibiting angiogenesis in an abnormal proliferative cell 
mass by the administration of an agent of Formula I is also provided. 
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The present invention relates to methods for using pharmaceutical 



compositions containing troponin subunits C, I, or T in therapeutically 
effective amounts to inhibit angiogenesis before, during, or after 
surgical resection or radiologic ablation of a solid tumor. The 
invention also relates to using pharmaceutical compositions containing 
homologs of troponin subunits C, I, or T and homologs of their fragments 
in therapeutically effective amounts to inhibit angiogenesis before, 
during, or after surgical resection or radiologic ablation of a solid 
tumor . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and compositions for treating subjects 

using Grb7 antagonists. Specifically disclosed are GrbV antagonists that 
bind selectively to GrbV and interfere with the ability of GrbV to bind 
to its native ligands. These compositions are useful in the prevention 
and treatment of disorders characterized by abnormal interaction of GrbV 
with its native ligands (e.g., ErbB2) . 
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A method is disclosed for encapsulating plasmids, oligonucleotides or 
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negatively-charged drugs into liposomes having a different lipid 
composition between their inner and outer membrane bilayers and able to 
reach primary tumors and their metastases after intravenous injection to 
animals and humans. The formulation method includes complex formation 
between DNA with cationic lipid molecules and f usogenic/NLS peptide 
conjugates composed of a hydrophobic chain of about 10-2 0 amino acids 
and also containing four or more histidine residues or NLS at their one 
end. The encapsulated molecules display therapeutic efficacy in 
eradicating a variety of solid human tumors including but not limited to 
breast carcinoma and prostate carcinoma. Combination of the plasmids, 
oligonucleotides or negatively-charged drugs with other anti-neoplastic 
drugs (the positively-charged cis-platin, doxorubicin) encapsulated into 
liposomes are of therapeutic value. Also of therapeutic value in cancer 
eradication are combinations of encapsulated the plasmids, 
oligonucleotides or negatively-charged drugs with HSV-tk plus 
encapsulated ganciclovir. 
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The invention provides conjugates of fatty amines and pharmaceutical 
agents useful in treating cancer, viruses, psychiatric disorders. 
Compositions, pharmaceutical preparations, and methods of preparations 
of the fatty amine-pharmaceutical agent conjugates are provided. 
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AB Flakes containing drugs and methods for forming and using such flakes 

are provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to methods and products for inhibiting 

angiogenesis. At least one antiangiogenic nucleic acid molecule is 
administered to a subject to prevent or treat unwanted angiogenesis. 
Non-nucleic acid antiangiogenic agents also can be administered. 
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Glucoside and glucuronide derivatives of hydromorphone , dihydromorphine, 
and dihydroisomorphine and pharmaceutically acceptable salts thereof; 
pharmaceutical compositions comprising a glucoside or glucuronide 
derivative of hydromorphone, dihydromorphine, or dihydroisomorphine or a 
pharmaceutically acceptable salt thereof, and methods for treating or 
preventing pain in a patient comprising administering to a patient in 
need thereof a glucoside or glucuronide derivative of hydromorphone, 
dihydromorphine, or dihydroisomorphine or a pharmaceutically acceptable 
salt thereof are disclosed. 
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The invention relates to methods, products and systems for analyzing 
nucleic acid molecules based on their in vivo methylation status. The 
methods can be used to obtain sequence information about the nucleic 
acid molecules, to analyze differential gene expression associated with 
disorders, and to assess the efficacy of therapeutic treatments that 
affect methylation status. 
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AB The invention provides conjugates of fatty alcohols and pharmaceutical 

agents useful in treating cancer, viruses, psychiatric disorders. 
Compositions, pharmaceutical preparations, and methods of preparation of 
the fatty alcohols-pharmaceutical agent conjugates are provided. 
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AB This invention relates to compositions comprising temozolomide and 

thalidomide which can be used in the treatment or prevention of cancer, 
in particular malignant melanoma, cancer of the skin, subcutaneous 
tissue, lymph nodes, brain, lung, liver, bone, intestine, colon, heart, 
pancreas, adrenals, kidney, prostate, breast, colorectal, or a 
combination thereof. A particular composition comprises temozolomide, or 
a pharmaceutically acceptable salt, solvate, or clathrate thereof, and 
thalidomide, or a pharmaceutically acceptable salt, solvate, or 
clathrate thereof. The invention also relates to methods of treating or 
preventing cancer, in particular malignant melanoma, cancer of the skin, 
subcutaneous tissue, lymph nodes, brain, lung, liver, bone, intestine. 



colon, heart, pancreas, adrenals, kidney, prostate, breast, colorectal, 
or a combination thereof, which comprise the administration of 
temozolomide and thalidomide and another anti -cancer drug to a patient 
in need of such treatment or prevention. The invention further relates 
to methods of reducing or avoiding adverse side effects associated with 
the administration of cancer chemotherapy or radiation therapy which 
comprise the administration of temozolomide and thalidomide to a patient 
in need of such reduction or avoidance. 
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Compositions and methods are provided for treating diseases associated 
with abnormal cell proliferation such as cancer by storing inherent 
tumor- suppressing functions of neoplastic cells through DNA 
hypomethylation. The method comprises: delivering to a patient suffering 
from cancer a therapeutically effective amount of a DNA methylation 
inhibitor such as decitabine, in combination with an effective amount of 
an anti -neoplastic agent whose activity as an anti -neoplastic agent in 
vivo is adversely affected by aberrant DNA methylation. The 
anti-neoplastic agent can be an alkylating agent, an antibiotic agent, 
an antimetabolic agent, a retinoid, a hormonal agent, a plant-derived 
agent, an anti-angiogenesis agent and a biologic agent such as 
monoclonal antibody and interferon. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to compositions comprising thalidomide and 

another anti -cancer drug which can be used in the treatment or 
prevention of cancer. Preferred anti-cancer drugs are topoisomerase 
inhibitors. A particular composition comprises thalidomide, or a 
pharmaceutically acceptable salt, solvate, or clathrate thereof, and 
irinotecan. The invention also relates to methods of treating or 
preventing cancer which comprise the administration of a thalidomide and 
another anti -cancer drug to a patient in need of such treatment or 
prevention. The invention further relates to methods of reducing or 
avoiding adverse side effects associated with the administration of 
chemotherapy or radiation therapy which comprise the administration of 
thalidomide to a patient in need of such reduction or avoidance. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention provides conjugates of cis -docosahexaenoic acid and 
pharmaceutical agents useful in treating noncentral nervous system 
conditions. Methods for selectively targeting pharmaceutical agents to 
desired tissues are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides conjugates of fatty acids and pharmaceutical 

agents useful in treating noncentral nervous system conditions. Methods 
for selectively targeting pharmaceutical agents to desired tissues are 
provided. 
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Methods, products and kits are provided for attaching agents to tissue 



with a linking molecule in the presence of transglutaminase. The linking 
molecule and/or agent is a substrate of transglutaminase. The agent can 
be a nonprotein or an enzyme such as cholinesterase or 

phosphodiesterase. The transglutaminase may be exogenously added or be 
endogenous in tissue. In specific embodiments, the linking molecule 
contains at least two contiguous linked glutamines or at least three 
contiguous linked lysines. A conjugate of the agent and the linking 
molecule may be applied to tissue, and in the presence of 
transglutaminase covalently bonded to the tissue via the linking 
molecule. A complementary linking molecule rich in lysines may be first 
attached to the tissue in the presence of transglutaminase, and then 
covalently bonded to a glutamine-containing linking molecule of the 



conjugate in the presence of transglutaminase. In another embodiment, a 
linking molecule containing multiple glutamines is covalently bonded to 
tissue in the presence of transglutaminase, and an agent containing 
multiple lysines is covalently bonded to the linking molecule in the 
presence of transglutaminase. Alternatively, the linking molecule 
contains multiple lysines and the agent contains multiple glutamines. 
Two tissues can be sealed together by holding the tissues in contact 
with each other in the presence of transglutaminase. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides taxanes that are conjugates of 

cis-docosahexaenoic acid and taxotere . The conjugates are useful in 
treating cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel indolocarbazole derivatives potentially useful for the treatment 

of dementias characterized by tau hyperphosphorylation [Alzheimer's 
disease (AD) , frontal lobe degeneration (FLD) , argyrophilic grains 
disease, subacute sclerotizing panencephalitis (SSPE) as a late 
complication of viral infections in the CNS] , and cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides taxanes that are conjugates of 

cis-docosahexaenoic acid and paclitaxel . The conjugates are useful in 
treating cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides conjugates of cis-docosahexaenoic acid and 



taxanes useful in treating cell proliferative disorders. Conjugates of 
paclitaxel and docetaxel are preferred. 
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DOCUMENT-IDENTIFIER: US 6217873 Bl 



TITLE: Polyoxime compounds and their 

preparation 



KWIC 



Detailed Description Text - DETX (63) : 

A COSM also can be a specifically active chelator of 
metal ions or a 

molecule useful for binding a detectable marker. Such 
detectable markers 

include radionuclides, biotin, luciferin or a substrate for 
an enzymatic method 

of detection, such as 5-bromo-4-chloro-3-indolyl 
phosphate/nitro blue 

tetrazolium, which is a substrate for alkaline phosphatase 
(Sambrook'et al . , 

Molecular Cloning: A Laboratory Manual 2d ed. (Cold Spring 
Harbor Laboratory 

Press 1989) , which is incorporated herein by reference) . 
Suitable metal 

chelating molecules include, but are not limited to, 
chelates of EDTA 

(ethylenediamine-tetraacetic acid) and analogs of EDTA as 
described in U.S. 

Pat. No. 4,678,667, which is incorporated herein by 
reference. Such analogs 

are capable of complexing with metal ions including 
radioactive metal ions as 

described in U.S. Pat. No. 4,622,420, which is 
incorporated by reference 

herein. COSMs may also consist of other chelators such as 
AOA-desf errioxamine, 

which chelates, for example, gallium-67 and gallium-68, or 

AOA-biocytin, which 

contains biotin in soluble form. 
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US 6528-323 Bl 



TITLE: Bidirectional lateral flow test 

strip and method 
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Detailed Description Text - DETX (63): 

The detectable marker attached to the second analyte 
binding agent may 

comprise a wide variety of materials, so long as the marker 
'can be detected. 

Examples of detectable markers include, but are not limited 
to particles, 

luminescent labels; calorimetric labels, fluorescent 
labels; chemical labels; 

enzymes; radioactive labels; or radio frequency labels; 
metal colloids; and 

chemiluminescent labels. Examples of common detection 
methodologies include, 

but are not limited to optical methods, such as measuring 
light scattering, 

simple reflectance, luminometer or photomultiplier tube; 
radioactivity 

(measured with a Geiger counter, etc.); electrical 
conductivity or dielectric 

(capacitance) ; electrochemical detection of released 
electroactive agents, such 

as indium, bismuth, gallium or tellurium ions, as described 
by Hayes et al . 

(Analytical Chem. 66:1860-1865 (1994)) or ferrocyanide as 
suggested by Roberts 

and Durst (Analytical Chem. 67:482-491 (1995)) wherein 
ferrocyanide 

encapsulated within a liposome is released by addition. of a 
drop of detergent 

at the detection zone with subsequent electrochemical 
detection of the released 

ferrocyanide. Other conventional methods may also be used, 
as appropriate . 
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Brief Summary Text - BSTX (41) : 

wherein Q, S.sup.l, A, i, J, k, T, X, Y, and Z are as 
defined above and M 

comprises any metal or metal oxide capable of forming a 
chelate . Preferred 

metals and metal oxides include Ni, Hg, Ga, Cu, Ru, Co,- Cd, 
Mg, Mn, Ti, In, Zn, 

Tc, Rh, Pd, Re, Fe, Au, Pb, and Bi, with Fe, Cu, Co, Au, 
and Ni being preferred 

for most applications. In general, the metal, M, preferred 
for a given 

application is dependant upon the specific binding 
capabilities of the 

chelating portion of composition (1) or (2) and on the 
compound to be bound or 

purified. For example, when X, Y and Z are — COOH, M is 
optimally Ni for 

purifying proteins with poly histidine sequences. When the 
compound is a 

phophoprotein, a phosphopeptide or a phosphate containing 
molecule, M is 
optimally Fe or Ga. 
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Detailed Description Text - DETX (138) : 

The ACE-2 binding polypeptides may also be modified with 
a detectable label, 

including, but not limited to, an enzyme, prosthetic group, 
fluorescent 

material, luminescent material, bioluminescent material, 
radioactive material, 

positron emitting metal, nonradioactive paramagnetic metal 
ion, and affinity 

label for detection and isolation of ACE-2 target. The 
detectable substance 

may be coupled or conjugated either directly to the 
polypeptides of the 

invention or indirectly, through an intermediate (such as, 
for example, a 

linker known in the art) using techniques known in the art. 
Examples of 

suitable enzymes include horseradish peroxidase, alkaline 
phosphatase, 

beta-galactosidase, glucose oxidase or 
acetylcholinesterase; examples of 
suitable prosthetic group complexes include 
streptavidin/biotin and 

avidin/biotin; examples of suitable fluorescent materials 
include biotin, 

umbellif erone, fluorescein, fluorescein isothiocyanate, 
rhodamine, 

dichlorotriazinylamine fluorescein, dansyl chloride or 
phycoerythrin; an 

example of a luminescent material includes luminol; 
examples of bioluminescent 

materials include luciferase, luciferin, and aequorin; and 
examples of suitable 

radioactive material include a radioactive metal ion, e.g., 
alpha- emitters such 
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as, for example, 213Bi, or other radioisotopes such as, for 
example, iodine 

(.sup. 131 I, .sup. 121 I, .sup. 123 I, .sup. 121 I), carbon 
( . sup .14 C) , sulfur 

(.sup. 35 S), tritium (.sup. 3 H) , indium (.sup. 115m I, 
.sup. 113m In, .sup. 112 

In, .sup. Ill In), and technetium (.sup. 99 Tc, .sup. 99m Tc) , 
thallium ( . sup. 2 01 

Ti), gallium (.sup. 68 Ga, .sup. 67 Ga), palladium (.sup. 103 
Pd) , molybdenum 

(.sup. 99 Mo), xenon (.sup. 133 Xe) , fluorine (.sup. 18 F) , 
.sup. 153 Sm, .sup. 177 

Lu, .sup. 159 Gd, .sup. 149 Pm, .sup. 140 La, .sup. 175 Yb, 
.sup. 166 Ho, .sup. 90 y, 

.sup. 47 Sc, .sup. 186 Re, .sup. 88 Re, .sup. 142 Pr, .sup. 105 
Rh, .sup. 97 Ru, 

.sup. 68 Ge, .sup. 57 Co, .sup. 65 Zn, .sup. 85 Sr, .sup. 32 P, 
.sup. 53 Gd, .sup. 169 

Yb, .sup. 51 Cr, .sup. 54 Mn, .sup. 75 Se, .sup. 113 Sn, and 
.sup. 117 Tin. 



Detailed Description Text - DETX (207) : 

ACE-2 binding polypeptides of the invention (including 
molecules comprising, 

or alternatively consisting of, ACE-2 binding polypeptide 
fragments or variants 

thereof) can be used to assay protein levels in a 
biological sample using 

classical imitiunohistological methods as described herein or 
as known to those 

of skill in the art (e.g., see Jalkanen et al., J. Cell. 
Biol., 101:976-985 

(1985); Jalkanen et al., J. Cell . Biol., 105:3087-3096 
(1987)). Other 

methods that can be used for detecting protein gene 
expression that might 

utilize ACE-2 binding polypeptides or fragments or variants 
thereof include, 

but are not limited to, the enzyme linked immunosorbent 
assay (ELISA) and the 

radioimmunoassay (RIA) . Suitable antibody assay labels are 
known in the' art 

and include enzyme . labels, such as, glucose oxidase, 
alkaline phophatase, and 

horseradish peroxidase; radioisotopes, such as iodine 
(.sup. 121 I, .sup. 123 I, 

.sup. 125 I, .sup. 131 I), carbon (.sup. 14 C) , sulfur 



10/21/2003, EAST Version: 1.04.0000 



(.sup. 35 S), tritium 

(.sup. 3 H) , indium (.sup. Ill In, .sup. 112 In, .sup. 113m In, 
. sup . 115m In) , ' 

technetium (.sup. 99 Tc,. sup. 99m Tc) , thallium (.sup. 201 
Ti), gallium (.sup. 68 

Ga, .sup. 67 Ga), palladium (.sup. 103 Pd) , molybdenum 
(.sup. 99 Mo), xenon 

(.sup, 133 Xe), fluorine (.sup. 18 F) , .sup.l5f3 Sm, .sup. 177 
Lu, .sup. 159 Gd, 

.sup. 149 Pm, .sup. 140 La, .sup. 175 Yb, .sup. 166 Ho, .sup. 90 
Y, .sup. 47 Sc, 

.sup. 86 Re, .sup. 88 Re, .sup. 42 Pr, .sup. 105 Rh, and 
.sup. 97 Ru; luminescent 

labels, such as luminol; and fluorescent labels, such as 
fluorescein and 
rhodamine, and biotin. 
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